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OBJECTIVE: Previous studies have reported that depression may play a crucial role in the occurrence of vertebral
fractures. However, a clear correlation between depressive disorders and osteoporotic fractures has not been
established. We explored the association between depressive disorders and subsequent new-onset vertebral
fractures. Additionally, we aimed to identify the potential risk factors for vertebral fracture in patients with a
depressive disorder.
METHODS: We studied patients listed in the Taiwan National Health Insurance Research Database who were
diagnosed with a depressive disorder by a psychiatrist. The comparison cohort consisted of age- and sex-
matched patients without a depressive disorder. The incidence rate and hazard ratios of subsequent vertebral
fracture were evaluated. We used Cox regression analysis to evaluate the risk of vertebral fracture among
patients with a depressive disorder.
RESULTS: The total number of patients with and without a depressive disorder was 44,812. The incidence risk
ratio (IRR) between these 2 cohorts indicated that depressive disorder patients had a higher risk of developing a
subsequent vertebral fracture (IRR=1.41, 95% confidence interval [CI]=1.26–1.57, po0.001). In the multivariate
analysis, the depressive disorder cohort showed a higher risk of vertebral fracture than the comparison cohort
(adjusted hazard ratio=1.24, 95% CI=1.11–1.38, po0.001). Being older than 50 years, having a lower monthly
income, and having hypertension, diabetes mellitus, cerebrovascular disease, chronic obstructive pulmonary
disease, autoimmune disease, or osteoporosis were considered predictive factors for vertebral fracture in
patients with depressive disorders.
CONCLUSIONS: Depressive disorders may increase the risk of a subsequent new-onset vertebral fracture.
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’ INTRODUCTION
Vertebral fractures are a critical public health problem and
can result in acute and chronic pain, decreased quality of life,
and diminished lifespans (1). One in six women and one in
twelve men will sustain a symptomatic vertebral fracture in
their lifetime (2). In Taiwan, the prevalence of vertebral
fracture in women 65 years and older has been reported to
be 19.8%, which was higher than the 12.5% in men of the same
age group (3). Many vertebral fracture patients do not receive
medical attention; only a fourth to a third of vertebral fractures
are clinically diagnosed (4). The risk factors for vertebral
fracture include advanced age, female sex, dementia, suscept-
ibility to falling, a history of fracture, alcohol consumption,
tobacco use, osteoporosis, estrogen deficiency, impaired eye-
sight, insufficient physical activity, low body weight, dietary
calcium deficiency, and vitamin D deficiency (5,6).
Depressive disorders are common psychiatric problems in
modern society and are some of the most substantial causesDOI: 10.6061/clinics/2017(01)08
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of disease burden in the general population (7). Depressive
disorders are clinically heterogeneous disorders that are
thought to result from an interaction of multiple genes with
environmental influences as well as with developmental
epigenetic components (8). Hyperintense lesions in brain
magnetic resonance imaging scans have been associated with
depressive disorders, especially in late life depression, and
have led to the development of the theory of vascular depres-
sion (9,10). Meta-analytic studies have provided strong
evidence that depressed patients have lower levels of
brain-derived neurotrophic factor (BDNF) than healthy
controls and have found significantly higher BDNF levels
after antidepressant treatment (11,12). However, the exact
underlying pathophysiological mechanisms of depressive
disorders remain unclear.
Previous studies have demonstrated that depressive
symptoms and likely depressive disorders are frequently
observed in patients suffering from vertebral fractures
(13-15). The extent of preoperative depression is an inde-
pendent predictor of less functional improvement following
revision lumbar surgery (16). The long-term complications of
vertebral fractures include kyphosis, deconditioning, insom-
nia, and depression (17). However, studies on the relation-
ship between depressive disorders and the incidence of
vertebral fracture have yielded conflicting results (18,19).
There is a lack of national data on this subject, and few
longitudinal studies have been conducted on the association
between depressive disorders and the subsequent risk of
vertebral fracture. Therefore, the aim of our study was to
determine whether depressive disorders increase the inci-
dence of vertebral fracture. This nationwide population-
based retrospective cohort study involved data derived from
the National Health Insurance (NHI) system in Taiwan. The
independent risk factors of vertebral fracture in patients with
depressive disorders were also investigated.
’ MATERIALS AND METHODS
Data Source
The National Health Insurance Research Database
(NHIRD) was established in 1996 in Taiwan, and by the
end of 2007, this database contained the registry files and all
medical benefit claims for nearly 99% of the residents in
Taiwan. Numerous researchers worldwide have used the
NHIRD. The NHIRD contains substantial information
regarding clinic visits, including the date, prescription
details, and diagnostic codes using the International Classi-
fication of Diseases, Ninth Revision, Clinical Modification
(ICD-9-CM). The NHIRD was developed and is managed by
the National Health Research Institutes (NHRI), with the
Bureau of National Health Insurance maintaining the
confidentiality of the data.
The Longitudinal Health Insurance Database 2000 (LHID
2000) was used in this study and comprises a systematic and
random sampling of the NHIRD. The LHID 2000 contains all
of the original claims data for one million beneficiaries who
were randomly sampled from the 2000 Registry of Bene-
ficiaries of the NHIRD, which included the registration data
of all beneficiaries of the NHI program from January 1, 2000,
to January 1, 2001. Approximately 25.68 million individuals
are in this registry. We obtained data from 1996-2013 for the
one million individuals in the LHID 2000. The LHID 2000
also contains historical ambulatory data for the one million
randomly sampled beneficiaries enrolled in the NHIRD
between 1996 and 2000. The LHID 2000 updates the medical
records of the enrolled patients each year; therefore, it
contains medical information on patients from 2000 to 2013.
The NHRI confirmed that there were no significant dif-
ferences in the distributions of age, sex, or health care costs
between the beneficiaries in the LHID and those in the
NHIRD.
Ethics Statement
This study was approved by the Institutional Review
Board (IRB) of the Kaohsiung Veterans General Hospital
(No: VGHKS14-CT7-07). Written consent was not obtained
from the study participants, because the data were obtained
from the LHID 2000, which contains deidentified data. In
addition, the Institutional Review Board issued a formal
written waiver of the need for consent.
Study Population
We extracted data from the LHID 2000 for this retro-
spective cohort study, which investigated patients newly
diagnosed with vertebral fracture between January 1, 2000,
and December 31, 2013. Patients diagnosed with a depressive
disorder between January 1, 2000, and December 31, 2004,
were defined according to the ICD-9-CM codes 296.2–296.3,
300.4, and 311. To ensure diagnostic validity and patient
homogeneity, we included only patients who were diag-
nosed by psychiatrists. We excluded patients who were
diagnosed with a vertebral fracture between January 1, 1996,
and December 31, 1999. For each patient with a depressive
disorder included in the final cohort, 4 age- and sex-matched
patients without a depressive disorder were randomly
selected from the LHID 2000. The index date was defined
as the first date in the database that indicated a depressive
disorder diagnosis, and we began following both patients
with a depressive disorder and the matched cohort from
that time. All participants were observed until they were
diagnosed with vertebral fracture (ICD-9-CM codes: 805.2,
805.4, 805.6, 805.8, 806.2, and 806.4) or until death, with-
drawal from the NHI system, or December 31, 2013. The
primary clinical outcome was vertebral fracture. Furthermore,
common comorbidities, including hypertension, coronary
artery disease, diabetes mellitus, dyslipidemia, cerebrovascu-
lar disease, chronic obstructive pulmonary disease (COPD),
nephropathy, chronic liver disease, autoimmune disease, and
osteoporosis, were compared between participants in the
depressive disorder and in the control cohorts.
Statistical Analysis
The incidence of newly diagnosed vertebral fracture in the
depressive disorder and control cases was the primary
outcome in this study. We compared the distributions of the
demographic characteristics between the 2 groups using
independent t tests and chi-square tests. To investigate
potential surveillance bias, subgroups were stratified accord-
ing to the duration since the diagnosis of a depressive
disorder. Furthermore, a Cox proportional hazard regression
model was used to calculate the hazard ratios (HRs) of
vertebral fracture in the depressive disorder and control
cohorts.
SAS software for Windows, Version 9.3 (SAS Institute,
Cary, NC, USA), was used for the data extraction, computa-
tion, linkage, processing, and sampling. All other statistical
analyses were performed using SPSS software for Windows,
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Version 20 (IBM, Armonk, NY, USA); po0.05 was considered
statistically significant.
’ RESULTS
Figure 1 displays the flowchart of enrollment. Our study
sample comprised 11,203 patients with a depressive disorder
and 44,812 control patients. The basic characteristics of the
2 cohorts are shown in Table 1. The median age was 38.6 years
(interquartile range, 28.6–50.9 years). Compared with the
control cohort, the depressive disorder cohort had higher
percentages of comorbidities, a significantly lower income,
and a lower degree of urbanization.
As shown in Table 2, during the entire follow-up period,
459 patients with a depressive disorder and 1335 control
patients were diagnosed with a vertebral fracture. The inci-
dence risk ratio (IRR) of vertebral fracture was significantly
higher in patients with a depressive disorder than in the
controls (IRR=1.41, 95% CI=1.26–1.57, po0.001). Stratifica-
tion according to age and sex revealed that the IRR of new-
onset vertebral fracture remained significantly higher in
both the female and male groups, as well as in different age
groups. In patients with a depressive disorder, fractures
occurred most frequently during the period 5–10 years after
diagnosis, followed by 1–5 years after in both groups.
Vertebral fracture events decreased after the follow-up
period had exceeded 10 years for both groups. Furthermore,
stratification by follow-up duration revealed a significantly
higher IRR of vertebral fracture in the 5- to 10-year follow-up
period only (IRR=1.26, 95% CI=1.06–1.48, p=0.006).
Table 3 presents a comparison of the crude HRs and
adjusted hazard ratios (aHRs) of the newly diagnosed
vertebral fracture for patients with a depressive disorder
and for controls. The results of the multivariate analysis
indicated that patients with a depressive disorder had a
significantly higher risk of a subsequent vertebral fracture
(aHR=1.24, 95% CI=1.11–1.38, po0.001).
In addition, multivariate analyses were performed using a
Cox regression model to identify the potential risk factors for
vertebral fracture in patients with a depressive disorder; as
shown in Table 4, the results of these analyses showed that
the predictive factors for vertebral fracture in patients
suffering from a depressive disorder included being older
than 50 years old, having a lower monthly income, and
having hypertension, diabetes mellitus, cerebrovascular
disease, COPD, autoimmune disease, or osteoporosis.
’ DISCUSSION
The current study indicated that based on a nationwide
population-based dataset, depressive disorders were asso-
ciated with an increased sequential risk of vertebral fracture.
In addition, the risk factors for developing subsequent
vertebral fracture in patients with a depressive disorder
included being 50 years old or older, being female, and
having hypertension, diabetes mellitus, cerebrovascular
disease, COPD, autoimmune disease, or osteoporosis.
Previous studies have demonstrated a positive relation-
ship between depressive disorders and a higher risk of
vertebral fracture (18,20,21), but other research has reported
different findings (19,22). However, our results support the
notion that the risk of vertebral fracture is significantly
higher in patients with a depressive disorder. Our study was
improved by conducting a nationwide longitudinal analysis





Demographic data N % n % p value
Age (years)a 38.6 (28.6–50.9) 38.6 (28.6–50.9)
X50 2,968 26.5 11,872 26.5 0.999
o50 8,235 73.5 32,940 73.5
Sex, No. (%)
Male 4,501 40.2 18,004 40.2 0.999
Female 6,702 59.8 26,808 59.8
Comorbidities, No. (%)
Hypertension 2,504 22.4 7,229 16.1 o0.001
Coronary artery disease 1,705 15.2 4,089 9.1 o0.001
Diabetes mellitus 1,596 14.2 4,426 9.9 o0.001
Dyslipidemia 2,071 18.5 5,637 12.6 o0.001
Cerebrovascular disease 1,291 11.5 2,757 6.2 o0.001
COPD 1,461 13.0 3,645 8.1 o0.001
Nephropathy 1,437 12.8 3,437 7.7 o0.001
Chronic liver disease 3,844 34.3 9,561 21.3 o0.001
Autoimmune disease 701 6.3 1,874 4.2 o0.001
Osteoporosis 735 6.6 1,793 4.0 o0.001
Urbanization, No. (%) o0.001
Urban 7,150 63.8 28,142 62.8
Suburban 3,173 28.3 13,905 31.0
Rural 880 7.9 2,765 6.2
Monthly Income, No. (%) o0.001
4NT$42,000b 1,145 10.2 4,602 10.3
NT$19,100–NT$42,000b 1,968 17.6 9,106 20.3
NT$0–NT$19,000b 5,617 50.1 21,489 48.0
Dependent 2,473 22.1 9,615 21.5
Follow-up yearsa 10.77 (9.51–12.23) 10.86 (9.64–12.28) o0.001
aMedian age (interquartile range); b NT$1= US$0.033.
COPD, chronic obstructive pulmonary disease.
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with a large sample size and a long follow-up duration.
Furthermore, participation in the NHI is mandatory and
involves an unbiased participant selection process; moreover,
all residents in Taiwan can obtain low-cost health care.
Finally, the referral bias was low and the follow-up com-
pliance high in the cohort studied.
We found in this study that most incident fractures
occurred during the 5–10 year follow-up period and
decreased thereafter. This may be due to the fact that
women’s lumbar spine bone mineral density (BMD) values
are significantly lower after menopause and subsequently
decrease even further. Another possibility is that the
participants died after 10 years of follow-up (23).
Several possible mechanisms could underlie the increased
risk of vertebral fracture observed among patients with a
depressive disorder. First, the development of a vertebral
fracture after acquiring a depressive disorder might be
caused by a lower BMD in depressive disorder patients.
Some research has demonstrated that major depression and
depressive symptoms adversely affect bone density and
result in an increased fracture risk (24-26). In addition,
previous studies have suggested that depressive disorders
result in dysregulation of the hypothalamic-pituitary-adre-
nocortical axis, the sympathoadrenal axis, parathyroid
hormones, and cytokines, and these disruptions may provide
insight into the relationship between osteoporosis and
depression (25,27,28). Other possible pathophysiological
factors underlying osteopenia in depressive disorder patients
include their immune response, use of alcohol, poor
nutritional status, social circumstances, and unhealthy life-
styles (29-31). These factors are consistent with the results of
our study. Osteoporosis is a significant risk factor for
vertebral fracture in patients with a depressive disorder.
Second, neuropathological lesions in certain regions of the
Table 2 - Incidence of Vertebral Fracture in Patients with and without Depression.









Risk ratio (95% CI) p value
Total 459 3.97 1,335 2.82 1.41 (1.26–1.57) o0.001
Age
X50 274 10.17 898 7.87 1.29 (1.12–1.48) o0.001
o50 185 2.09 437 1.22 1.72 (1.44–2.04) o0.001
Sex
Male 138 3.07 388 2.08 1.48 (1.21–1.80) o0.001
Female 321 4.54 947 3.30 1.38 (1.21–1.56) o0.001
Follow-up, y
0–1 42 400.00 112 362.46 1.10 (0.75–1.59) 0.580
1–5 171 89.30 426 79.40 1.12 (0.94–1.35) 0.197
5–10 194 7.18 615 5.71 1.26 (1.06–1.48) 0.006
X10 52 0.60 182 0.51 1.19 (0.86–1.63) 0.274
CI, confidence interval.
Table 3 - Analyses of Risk Factors for Vertebral Fracture in Patients with and without Depression.
Univariate analysis Multivariate analysis
Predictive variables HR (95% CI) p value HR (95% CI) p value
Depression 1.41 (1.27–1.57) o0.001 1.24 (1.11–1.38) o0.001
Age (X50 = 1, o50 = 0) 6.05 (5.49–6.67) o0.001 4.12 (3.67–4.63) o0.001
Sex (Female = 1, Male = 0) 1.56 (1.41–1.72) o0.001 1.62 (1.46–1.80) o0.001
Comorbidities
Hypertension 3.86 (3.52–4.25) o0.001 1.33 (1.18–1.50) o0.001
Coronary artery disease 3.37 (3.03–3.75) o0.001 1.15 (1.02–1.30) 0.028
Diabetes mellitus 3.07 (2.76–3.42) o0.001 1.20 (1.05–1.36) 0.006
Dyslipidemia 2.72 (2.46–3.01) o0.001 0.97 (0.86–1.10) 0.678
Cerebrovascular disease 3.37 (2.99–3.80) o0.001 1.29 (1.13–1.47) o0.001
COPD 2.33 (2.06–2.63) o0.001 1.08 (0.94–1.23) 0.271
Nephropathy 2.48 (2.20–2.81) o0.001 1.27 (1.11–1.45) o0.001
Chronic liver disease 1.83 (1.66–2.01) o0.001 1.14 (1.03–1.27) 0.016
Autoimmune disease 2.08 (1.76–2.45) o0.001 1.38 (1.16–1.63) o0.001
Osteoporosis 4.17 (3.67–4.75) o0.001 1.35 (1.17–1.55) o0.001
Degree of urbanization
Urban Reference
Suburban 1.24 (1.12–1.37) o0.001 1.12 (1.01–1.25) 0.027
Rural 1.98 (1.70–2.31) o0.001 1.32 (1.13–1.55) o0.001
Monthly Income
4NT$42,000a Reference Reference
NT$19,100–NT$42,000a 2.66 (2.15–3.30) o0.001 1.58 (1.27–1.97) o0.001
NT$0–NT$19,000a 2.25 (1.83–2.76) o0.001 1.64 (1.33–2.02) o0.001
Dependent 1.13 (0.89–1.43) 0.327 1.13 (0.89–1.43) 0.336
aNT$1= US$0.033.
HR, hazard ratio; CI, confidence interval; COPD, chronic obstructive pulmonary disease.
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brain in patients with depressive disorders may increase
the risk of falls and result in vertebral fracture. Previous
findings support the hypothesis that mood disorders in-
volve dysfunction of the limbic system, the basal ganglia,
and the hypothalamus. Other neuroscience studies have
focused on brain regions including the prefrontal cortex, the
anterior cingulate, the hippocampus, and the amygdala (32).
Some studies have shown that patients with depressive
disorders experience a reduction in the gray matter volume
of specific brain regions (33), morphological atrophy caused
by excess neuron loss (34), vascular atherosclerosis, and
neurodegenerative damage (35). These pathophysiological
impairments of the brain can influence these patients’
balance, judgment, gait, and coordination. Third, psycho-
tropic medications (e.g., antidepressants and/or benzodia-
zepines), which are widely used in depressed patients, may
play a critical role in the risk of vertebral fracture, especially
in the geriatric population. This potential association is
consistent with our finding that age (aged 50 years and
older) was strongly linked to an increase in vertebral fracture
risk in patients with a depressive disorder. Bolton et al.
reported that selective serotonin reuptake inhibitors (SSRIs)
and benzodiazepines were associated with greater risks of
falls and fractures in a dose–effect relationship (36).
Antidepressants have been associated with increased bone
loss and fracture through the activation of 5-HT receptors on
osteoblasts and osteoclasts via endocrine, autocrine/para-
crine and neuronal pathways (37,38). Other studies have
suggested that all antidepressant classes (tricyclic antide-
pressants, SSRIs, and other antidepressants) are associated
with greater risks of falls and fractures (39-41). Another
finding in our study was that the risk of vertebral fracture
was significantly higher in low-income populations. Pre-
vious studies have reported that rural populations have a
higher level of poverty, lower values of vitamin D, lower
BMD in the lumbar spine, a higher prevalence of vertebral
fracture, and a higher prevalence of osteoporosis than urban
populations (42,43). Many studies have provided evidence
that having a low income is associated with an increased risk
of lower BMD at all skeletal sites and have found higher
fracture rates in lower income groups (44-46). Research has
highlighted the need to urgently improve the nutritional
status, dietary calcium intake, bone health, and living
environment of low-income populations and to provide
them with adequate opportunities for osteoporosis treatment
(47-49). In our study, compared with the age- and sex-
matched controls, the risk of vertebral fracture was higher
among low-income patients with a depressive disorder.
Additionally, our study demonstrated that there was no
difference in the risk of vertebral fracture between patients
with a depressive disorder according to urbanization, as
shown in Table 4. Previous research on patients with a
traumatic fracture has claimed that the activities associated
with a rural lifestyle result in more injuries and that an urban
lifestyle results in a lower fracture risk (50). Another study on
postmenopausal women living in rural and urban areas
revealed a different perspective from that of our study,
stating that rural populations experience more poverty and
have lower values of vitamin D, lower BMD in the lumbar
spine, and a higher prevalence of vertebral fracture and
osteoporosis (42). In addition, one study evaluated femoral
neck BMD in rural residents and found that the incidence of
osteoporosis was higher in rural participants than in their
urban counterparts, thus explaining the urban-rural differ-
ence in fracture incidence (51). We suspect that this finding
may be due to the fact that rural participants seldom seek
medical advice, resulting in a decreased vertebral fracture
incidence rate.
Our study is one of the few nationwide cohort studies to
evaluate the association between depressive disorders and
subsequent vertebral fracture. However, it has several
limitations inherent to the use of claims databases that
Table 4 - Analyses of Risk Factors for Vertebral Fracture in Patients with Depression.
Univariate analysis Multivariate analysis
Predictive variables HR (95% CI) p value HR (95% CI) p value
Age (X50 = 1, o50 = 0) 4.91 (4.07–5.92) o0.001 3.03 (2.38–3.84) o0.001
Sex (Female = 1, Male = 0) 1.48 (1.21–1.80) o0.001 1.56 (1.27–1.93) o0.001
Comorbidities
Hypertension 3.37 (2.80–4.05) o0.001 1.38 (1.09–1.74) 0.008
Coronary artery disease 2.52 (2.06–3.09) o0.001 0.92 (0.72–1.16) 0.474
Diabetes mellitus 3.03 (2.48–3.69) o0.001 1.41 (1.11–1.79) 0.004
Dyslipidemia 2.49 (2.05–3.02) o0.001 0.99 (0.78–1.26) 0.944
Cerebrovascular disease 3.26 (2.64–4.01) o0.001 1.48 (1.17–1.86) o0.001
COPD 2.37 (1.91–2.95) o0.001 1.29 (1.03–1.63) 0.030
Nephropathy 1.87 (1.49–2.35) o0.001 1.01 (0.79–1.29) 0.925
Chronic liver disease 1.66 (1.39–2.00) o0.001 1.12 (0.92–1.37) 0.252
Autoimmune disease 2.10 (1.57–2.79) o0.001 1.54 (1.15–2.06) 0.003
Osteoporosis 3.88 (3.09–4.88) o0.001 1.44 (1.11–1.86) 0.005
Degree of urbanization
Urban Reference Reference
Suburban 1.12 (0.91–1.38) 0.288 1.02 (0.83–1.25) 0.870
Rural 1.76 (1.32–2.35) o0.001 1.19 (0.89–1.61) 0.246
Monthly Income
4NT$42,000a Reference Reference
NT$19,100–NT$42,000a 2.02 (1.35–3.01) o0.001 1.32 (0.88–1.98) 0.186
NT$0–NT$19,000a 1.82 (1.25–2.66) 0.002 1.53 (1.04–2.24) 0.031
Dependent 1.18 (0.76–1.84) 0.451 1.24 (0.80–1.93) 0.341
aNT$1= US$0.033.
HR, hazard ratio; CI, confidence interval; COPD, chronic obstructive pulmonary disease.
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should be considered. First, pharmacy data were not
analyzed in our study, and these data may provide a crucial
connection between depressive disorders and the risk of
vertebral fracture. Second, several demographic variables
were not available, such as alcohol consumption, tobacco
use, lifestyle, family history of a depressive disorder or of
vertebral fracture, and body mass index. These factors may
influence the risk of vertebral fracture in patients with a
depressive disorder. Third, we used ICD-9 codes to define
depressive disorders and vertebral fracture. The prevalence
rate may have been underestimated because only patients
seeking medical services could be identified through the
database. These identification problems might have led to an
underestimation of the association between depressive
disorders and vertebral fractures. Fourth, the data from the
NHIRD were stored for health services billing purposes and
did not undergo verification for scientific research.
In conclusion, the results of this study suggest that
depressive disorders increase the risk of vertebral fractures.
The relationship remained significant after adjusting for
selected confounding factors including age, sex, and under-
lying medical comorbidities. Furthermore, in depressed
patients, the risk of vertebral fracture was higher in older
patients (50 years and above), female patients, those with
hypertension, diabetes mellitus, cerebrovascular disease,
COPD, autoimmune disease, and osteoporosis, and those
with a low income. Adequate prevention strategies are
essential to reducing the incidence of vertebral fracture in
this high-risk group of depressive disorder patients. Addi-
tional prospective clinical cohort studies on the relationship
between depressive disorders and subsequent vertebral
fracture are needed.
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̌
ì I, Catalano A, Santangelo A,
et al. Bone mineral density, quantitative ultrasound parameters and
bone metabolism in postmenopausal women with depression. Intern
Emerg Med. 2013;8(6):485-91, http://dx.doi.org/10.1007/s11739-011-
0628-1.
28. Yirmiya R, Goshen I, Bajayo A, Kreisel T, Feldman S, Tam J, et al.
Depression induces bone loss through stimulation of the sympathetic
nervous system. Proc Natl Acad Sci U S A. 2006;103(45):16876-81, http://
dx.doi.org/10.1073/pnas.0604234103.
29. Duggal NA, Upton J, Phillips AC, Hampson P, Lord JM. NK cell
immunesenescence is increased by psychological but not physical stress in
older adults associated with raised cortisol and reduced perforin expres-
sion. Age (Dordr). 2015;37(1):11, http://dx.doi.org/10.1007/s11357-015-
9748-2.
30. Guerini F, Morghen S, Lucchi E, Bellelli G, Trabucchi M. Depres-
sive symptoms and one year mortality among elderly patients dis-
charged from a rehabilitation ward after orthopaedic surgery of the lower
limbs. Behav Neurol. 2010;23(3):117-21, http://dx.doi.org/10.1155/2010/
365341.
31. Husain N, Humail SM, Chaudhry IB, Rahman R, Robinson H, Creed F.
Psychological distress among patients of an orthopaedic outpatient clinic:
a study from a low-income country. Ann Gen Psychiatry. 2010;9:9, http://
dx.doi.org/10.1186/1744-859X-9-9.
32. Robinson MJ, Edwards SE, Iyengar S, Bymaster F, Clark M, Katon W.
Depression and pain. Front Biosci (Landmark Ed). 2009;14:5031-51,
http://dx.doi.org/10.2741/3585.
33. Pan CC, McQuoid DR, Taylor WD, Payne ME, Ashley-Koch A, Steffens
DC. Association analysis of the COMT/MTHFR genes and geriatric
depression: an MRI study of the putamen. Int J Geriatr Psychiatry. 2009;
24(8):847-55, http://dx.doi.org/10.1002/gps.2206.
34. Fossati P, Radtchenko A, Boyer P. Neuroplasticity: from MRI to depres-
sive symptoms. Eur Neuropsychopharmacol. 2004;14(Suppl 5):S503-10,
http://dx.doi.org/10.1016/j.euroneuro.2004.09.001.
35. Andreescu C, Butters MA, Begley A, Rajji T, Wu M, Meltzer CC, et al.
Gray matter changes in late life depression--a structural MRI analysis.
Neuropsychopharmacology. 2008;33(11):2566-72, http://dx.doi.org/
10.1038/sj.npp.1301655.
36. Bolton JM, Metge C, Lix L, Prior H, Sareen J, Leslie WD. Fracture risk from
psychotropic medications: a population-based analysis. J Clin Psycho-
pharmacol. 2008;28(4):384-91, http://dx.doi.org/10.1097/JCP.0b013e31
817d5943.
37. Tsapakis EM, Gamie Z, Tran GT, Adshead S, Lampard A, Mantalaris A,
et al. The adverse skeletal effects of selective serotonin reuptake inhibitors.
Eur Psychiatry. 2012;27(3):156-69, http://dx.doi.org/10.1016/j.eurpsy.
2010.10.006.
38. Shea ML, Garfield LD, Teitelbaum S, Civitelli R, Mulsant BH, Reynolds
CF 3rd, et al. Serotonin-norepinephrine reuptake inhibitor therapy in late-
life depression is associated with increased marker of bone resorption.
Osteoporos Int. 2013;24(5):1741-9, http://dx.doi.org/10.1007/s00198-012-
2170-z.
39. Rabenda V, Nicolet D, Beaudart C, Bruyère O, Reginster JY. Relationship
between use of antidepressants and risk of fractures: a meta-analysis.
Osteoporos Int. 2013;24(1):121-37, http://dx.doi.org/10.1007/s00198-012-
2015-9.
40. Coupland C, Dhiman P, Morriss R, Arthur A, Barton G, Hippisley-Cox J.
Antidepressant use and risk of adverse outcomes in older people: popu-
lation based cohort study. BMJ. 2011;343:d4551, http://dx.doi.org/
10.1136/bmj.d4551.
41. Coupland CA, Dhiman P, Barton G, Morriss R, Arthur A, Sach T, et al.
A study of the safety and harms of antidepressant drugs for older people:
a cohort study using a large primary care database. Health Technol
Assess. 2011;15(28):1-202, iii-iv. http://dx.doi.org/10.3310/hta15280.
42. Gómez-de-Tejada Romero MJ, Navarro Rodríguez MD, Saavedra Santana
P, Quesada Gómez JM, Jódar Gimeno E, Sosa Henriquez M. Prevalence of
osteoporosis, vertebral fractures and hypovitaminosis D in postmen-
opausal women living in a rural environment. Maturitas. 2014;77(3):282-6,
http://dx.doi.org/10.1016/j.maturitas.2013.12.011.
43. Taylor AJ, Gary LC, Arora T, Becker DJ, Curtis JR, Kilgore ML, et al.
Clinical and demographic factors associated with fractures among
older Americans. Osteoporos Int. 2011;22(4):1263-74, http://dx.doi.org/
10.1007/s00198-010-1300-8.
44. Amiri M, Nabipour I, Larijani B, Beigi S, Assadi M, Amiri Z, et al. The
relationship of absolute poverty and bone mineral density in post-
menopausal Iranian women. Int J Public Health. 2008;53(6):290-6,
http://dx.doi.org/10.1007/s00038-008-8033-x.
45. Brennan SL, Yan L, Lix LM, Morin SN, Majumdar SR, Leslie WD. Sex- and
age-specific associations between income and incident major osteoporotic
fractures in Canadian men and women: a population-based analysis.
Osteoporos Int. 2015;26(1):59-65, http://dx.doi.org/10.1007/s00198-014-
2914-z.
46. Shin CS, Choi HJ, Kim MJ, Kim JT, Yu SH, Koo BK, et al. Prevalence and
risk factors of osteoporosis in Korea: a community-based cohort study
with lumbar spine and hip bone mineral density. Bone. 2010;47(2):378-87,
http://dx.doi.org/10.1016/j.bone.2010.03.017.
47. Shatrugna V, Kulkarni B, Kumar PA, Rani KU, Balakrishna N. Bone status
of Indian women from a low-income group and its relationship to the
nutritional status. Osteoporos Int. 2005;16(12):1827-35, http://dx.doi.org/
10.1007/s00198-005-1933-1.
48. Brennan SL, Leslie WD, Lix LM. Is lower income associated with an
increased likelihood of qualification for treatment for osteoporosis in
Canadian women? Osteoporos Int. 2014;25(1):273-9, http://dx.doi.org/
10.1007/s00198-013-2467-6.
49. Brennan SL, Leslie WD, Lix LM. Associations between adverse social
position and bone mineral density in women aged 50 years or older: data
from the Manitoba Bone Density Program. Osteoporos Int. 2013;
24(9):2405-12, http://dx.doi.org/10.1007/s00198-013-2311-z.
50. Agnew AM, Betsinger TK, Justus HM. Post-cranial traumatic injury pat-
terns in two medieval polish populations: the effects of lifestyle differ-
ences. PLoS One. 2015;10(6):e0129458, http://dx.doi.org/10.1371/journal.
pone.0129458.
51. Pongchaiyakul C, Nguyen TV, Kosulwat V, Rojroongwasinkul N, Char-
oenkiatkul S, Rajatanavin R. Effect of urbanization on bone mineral
density: a Thai epidemiological study. BMC Musculoskelet Disord.
2005;6:5, http://dx.doi.org/10.1186/1471-2474-6-5.
50
Vertebral Fracture and a Depressive Disorder
Lee SC et al.
CLINICS 2017;72(1):44-50
